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REMARKS 

Claim 1 has been revised to remove unnecessary language from the preamble and to 
better tailor the claims to embodiments of interest. The claim now includes the feature of "gene 
carrier for expression in human or animal cells" (supported at least on page 23, line 3, to page 
24, line 9) and explicit recitation of the inherent feature of "ex vivo" cells (supported at least on 
page 59, last paragraph). 

Claims 1-3, 8, 18, 20, and 21 have been revised to use (nucleic acid) "molecule 
encoding" as ahemative language for "gene encoding." 

Claim 1 8 has also been revised to use alternative language in the preamble and to be in 
independent form with inclusion of claim 1 features as previously presented, as well as explicit 
recitation of the inherent features of "ex vivo" cells and the inherent features of the gene carrier 
and cells as previously present in the claim. No change in claim scope is intended or believed to 
have occurred. 

No new matter has been introduced, and entry of the above revised claims is respectfully 
requested. 

Alleged Rejection Under 35 U.S.C. § 101 

Claims 1-23 were rejected irnder 35 U.S.C. § 101 as allegedly encompassing non- 
statutory subject matter. Applicants have carefully reviewed the statement of the rejection and 
respectfully traverse. Reconsideration and withdrawal of this rejection is respectfully requested 
because the basis of the rejection appears to be that "cells" as featured in claim 1 are interpreted 
as those of a human being in vivo and so the claim is alleged to encompass non-statutory subject 
matter. 

But Applicants respectfully point out that the claim was directed to a "pharmaceutical 
composition" comprising such cells, and no adequate demonstration has been made that a 
human being is a "pharmaceutical composition" as embraced by the claim as previously 
presented. 
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Moreover, the instant rejection is misplaced with respect to claims 18-23 because it is 
simply not reasonable to interpret the claims as encompassing parenteral administration of a 
"human being" to an individual as encompassed by the claims. 

Nevertheless, and by express recitation of the inherent feature of "ex vivo" cells that are 
outside a multicellular human being or animal, the claims can no longer be mistakenly 
interpreted as encompassing a human being and so this rejection may be properly withdrawn. 

Alleged Rejections Under 35 U.S.C. S 112. First Paragraph 

Claims 1-16 were rejected as allegedly failing to be supported by an adequate written 
description. Applicants have carefully reviewed the statement of this rejection and respectfully 
traverse this rejection because no prima facie case of an inadequate written description is 
present. Reconsideration and withdrawal of the rejection are respectfully requested. 

The instant rejection appears to be based upon the assertion that the claims encompass 
"variants" of the featured "genes" encoding human LK68 and LK8. But Applicants respectfully 
point out that this rejection does not include a clear definition of "variant." Additionally, the 
instant application does not use or suggest the term. Therefore, the exact basis of this rejection 
is unclear. 

Moreover, Applicants point out that the phrase "gene encoding" has been replaced by 
alternative, but equivalent, language in the claims as set forth above. 

To the extent that the term "variant" is being used to encompass "genes" derived from 
"any [human] tissue, autologous, allogenic, xenogenic etc." cells. Applicants respectfully point 
out that the instant rejection fails in at least three respects. First, there is no demonstration that a 
gene (encoding human LK68 or LK8) from any other human source will have a different 
sequence from that disclosed in the instant application. Second, there is no demonstration that 
the disclosed human LK68 and LK8 encoding sequences are not representative of other genes 
encoding human LK68 and LK8, if such other genes have different sequences. Third, and with 
respect to the inclusion of "xenogenic" sources, there is no demonsfration that any other species 
would have a gene encoding human LK68 or LK8. 

Additionally, Applicants respectfully point out that this rejection is inconsistent with the 
rejection alleging anticipation based on Chang et al. (WOOl/19868) as addressed below. As 
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alleged in that rejection, Chang et al. teaches "nucleotide sequences encoding human 
apolipoprotein kringle KIV9-KIV10-KV (LK68) or KV (LK8)" (see pages 6-7, bridging 
sentence, in the Office Action mailed September 7, 2007). Therefore, the sequences of genes 
encoding human LK68 and LK8 were already known to the skilled person and so no further 
description is needed. 

Indeed, the standard set forth by the Federal Circuit in Capon v. Eshhar (76 USPQ2d 
1078 (Fed Cir 2005)) is applicable here. Specifically, the Federal Circuit reversed a Board of 
Patent Appeals and Interferences decision that required specific nucleotide sequences to satisfy 
the written description requirement. The decision expressly held that there is no need to 
disclose sequence information known in the art to satisfy the written description requirement. 

Additionally, the simultaneous assertion of the instant rejection and the rejection based 
on Chang et al. (addressed below) appears to be an improper "squeeze" against Applicants 
because the Office appears to be simultaneously asserting that LK68 and LK8 encoding 
sequences were not known (and so there is an inadequate written description) AND known (so 
there is anticipation based upon Chang et al.). Applicants respectfiilly submit that such a 
"squeeze" is logically inconsistent and so improper. Therefore, the simultaneous assertion of 
both rejections cannot be maintained. 

Finally, and with respect to the citation to the published Written Description 
Requirement guidelines. Applicants respectfiilly point out the emphasis therein of a strong 
presumption of the presence of an adequate written description. Applicants respectfully submit 
that the burden of overcoming this presumption has not been met by the instant rejection. 

In light of the foregoing. Applicants respectfully submit that no prima facie case of an 
inadequate written description is present and so this rejection may be properly withdrawn. 

Claims 1-17 and 22-23 were rejected as allegedly only enabled for the scope of a 
composition comprising a nucleotide sequence represented by SEQ ID N0:1 or 2. Applicants 
respectfully traverse this rejection because no prima facie case of non-enablement is present. 
Reconsideration and withdrawal of the rejection are respectfully requested. 

The instant rejection appears to be based on the belief that enablement for the 
compositions of claims 1-17 and 22-23 is limited to use in the methods of claims 18-21. But 
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Applicants respectfully point out that the claimed compositions would be recognized by the 
skilled person as entirely suitable for other uses, such as expressing the encoded LK68 or LK8 
proteins or propagating the nucleic acid molecules encoding these useful proteins. As the 
skilled person would recognize, one use of the proteins is in the method to inhibit angiogenesis 
as reported by Chang et al. (as cited above), which is part of the alleged anticipation rejection 
addressed below. 

It is well settled that enablement for a product does not have to be for all possible uses of 
that product. To the contrary, any enabled use is suflRcient to satisfy the enablement 

requirement. In the instant case, there are certainly known and recognized uses for nucleic 
acids, or cells comprising them, to express an encoded recombinant protein. And where the 
protein is LK68 or LK8, there are known and recognized uses for the protein. 

In light of the foregoing, the instant rejection is misplaced and may be properly 
withdrawn. 

Claims 18-21 were rejected as allegedly only enabled for the scope of methods 
comprising use of a plasmid or AAV vector to express SEQ ID N0:1 or 2. Applicants 
respectfully traverse this rejection because no prima facie case of non-enablement is present. 
Reconsideration and withdrawal of the rejection are respectfully requested. 

As an initial matter, Applicants point out that the instant rejection is in conflict with the 
alleged obviousness rejection based upon a combination of Chang et al. (as cited above) and 
Trieu et al. The obviousness rejection asserts in part that it would have been obvious "to 
replace the full length apo(a) fragment in the gene therapeutic vector construct of Trieu to 
substitute fragment of apo(a) gene that codes for LK68 and LK8 kringles and treat a solid tumor 
or metastasis of thereof (see page 8 of the Action mailed September 7, 2007). 

As pointed out below, however, there was no expectation of success in using the LK68 
and LK8 encoding sequences to treat tumors as reported by Trieu et al. Therefore, the alleged 
obviousness rejection is based upon the premise that there was sufficient enablement to "try" 
such a combination. But if, assumed only for the sake of argument, this level of 
experimentation was enabled based upon Trieu et al.. Applicants respectfully submit that the 
testing of other gene carriers (e.g. vectors, etc.), and other LK68 and LK8 encoding sequences 
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(as known to the skilled person), must also be enabled without the need for undue 
experimentation. 

After all, and based on the logic of the alleged obviousness rejection, there is 
enablement for combining LK68 or LK8 encoding sequences with a gene vector to "try" and see 
if the combination would be sufficient to treat tumors. Clearly, this type of routine and 
repetitive experimentation is being alleged as permissible even with some level of 
unpredictability as to the likelihood of success. 

Applicants submit that only the same type of routine and repetitive experimentation is 
necessary to make and use the claimed methods with gene carriers beyond plasmids and AAV 
or LK68 and LK8 encoding sequences beyond SEQ ID N0:1 and 2. There is no adequate 
demonstration of this type of "substitute and try" experimentation as being any different from 
that asserted as "obvious" based on Chang et al. and Trieu et al. 

Therefore, type of experimentation must be the opposite of "undue." So Apphcants 
respectftiUy submit that the instant rejection fails to present a case of undue experimentation, 
and this rejection may be properly withdrawn. 

Alleged Rejection Under 35 U.S.C. § 102(b) 

Claims 1-4 and 8-10 have been rejected as allegedly anticipated by Chang et al. (WO 
01/19868). Applicants have carefully reviewed the statement of rejection as well as the cited 
document and respectfiiUy traverse. 

It is well settled that for a document to anticipate a claim, the document must teach each 
and every feature of the claim. In the instant case, Chang et al. report bacterial vectors and 
bacterial cells that are different and distinct from the "gene carriers for expression in human and 
animal cells" and "ex vivo cells" as featured in the claims. 

Therefore, Chang et al. do not teach all the features of the claimed subject matter, and 
this rejection may be properly withdrawn. 

Alleged Rejection Under 35 U.S.C. S 103(a) 

Claims 6 and 18-21 were rejected as allegedly unpatentable over a combination of 
Chang et al. (as cited above) and Trieu et al. (1999, BBRC 257:714-718). Applicants have 
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carefully reviewed the statement of rejection as well as the cited document and respectfully 
traverse because no prima facie case of obviousness is present. 

The instant rejection appears to contend that it would have been obvious to one of skill 
in the art to place sequences encoding LK68 and LK8 into the cells reported in Trieu et al. to 
create cells with recombinant gene sequences for use in tumor therapy. 

But neither Chang et al. nor Trieu et al. provide a reasonable expectation of success in 
such a combination. For example, Trieu et al. report that CHO cells secreting a truncated apo(a) 
protein with only six kringle 4 repeats did not exhibit delayed tumor growth nor did it impair 
angiogenesis. Specifically, Trieu et al. report that Ha6, consisting of 6 repeated kringle IVs and 
one kringle V failed to suppress tumor angiogenesis. And Chang et al. are silent as to use of 
nucleic acids to productively express the proteins for therapeutic purposes. 

Additionally, Applicants respectfully point out that a case of successful, direct protein 
therapy, like that reported by Chang et al., does not necessarily provide a reasonable expectation 
of success for therapies based on protein delivery by cell-based nucleic acid mediated 
expression. For example, Kuo et al. (a copy of which is enclosed as Exhibit A) report that an 
adenovirus based vector system used to express cndostatin or angiostatin demonstrated little or 
no inhibition of tumors in an animal model despite potent antitumor effects of endostatin and 
angiostatin when delivered directly. 

This is in sharp contrast to the instant application, where there already is demonstration 
of successful use of nucleic acids to express LK68 and LK8 in the therapeutic methods of 
claims 18-21. With such success, no more than routine and repetitive experimentation is needed 
to practice the claimed methods. 

Therefore, the skilled person would not expect that Chang et al. provides a reasonable 
expectation of success in delivering LK68 and LK8 by cell-based nucleic acid mediated 
expression for therapeutic purposes. And because Trieu et al. fail to remedy this deficiency by 
Chang et al., there instant rejection is misplaced and may be properly withdrawn. 
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Conclusion 

It is believed that the application is now in condition for allowance. Applicants request 
the Examiner to issue a notice of Allowance in due course. The Examiner is encouraged to 
contact the undersigned to further the prosecution of the present invention. 

The Commissioner is authorized to charge JHK Law's Deposit Account No. 502486 for 
any fees required under 37 CFR §§ 1.16 and 1.17 and to credit any overpayment to said Deposit 
Account No. 502486. 



Respectfully submitted, 



JHK Law 



Dated: December 7. 2007 



By: /Joseph Hyosuk Kim/ 

Joseph Hyosuk Kim, Ph.D. 
Reg. No. 41,425 



P.O. Box 1078 



La Canada, CA 91012-1078 



(818) 249-8 177 -direct 
(818) 249-8277 -fax 
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